1.
We generated a panel of cell lines to study HLA class I antigen presentation 32 2. We show how this will spark research in infection, tumor biology and autoimmunity have been highly associated with the development of several auto-inflammatory diseases(1).
55
In the past decades, the individual function of each of the APM components has been widely 56 studied(3). These studies revealed that newly synthesized HLA-I heavy chains are N- the Golgi to the plasma membrane to present its peptide to CD8 + T cells(6).
67
These studies were conducted using various (sets of) murine or human model cell lines with which have been used extensively to enlarge the knowledge on these factors. To address the 74 current questions in the field, it is essential to generate a broader and more defined model 75 system capable of overcoming these issues and addressing the current questions in the field.
76
Here, we generated a novel panel of HLA-I APM knockout cell lines, designated PAKC, on the 77 background of human HAP1 cells. Using CRISPR/Cas9, we generated ten clonal cell lines 78 knocked out for individual components of the HLA-I antigen processing and presentation 79 pathway. We illustrate how the availability of this collection to the community will spark state-
80
of-the-art research to explain associations of the APM and certain HLA-I alleles with diseases.
81
Additionally, we show the opportunities of PAKC to improve the rules of peptide processing 82 and presentation which will further increase our understanding of infection, cancer and 83 autoimmunity. included. For MS2, the first mass was set to 110 Da, and the MS2 scan resolution was 30,000
84

Materials and Methods
165 at an AGC target of 100,000 at maximum fill time of 120 ms.
166
Raw data were first converted to peak lists using Proteome Discoverer version 2.2 (Thermo sequence clustering was performed for all 9-mers using GibbsCluster-2.0 and Seq2Logo.
175
T cell assays
176
Target cells were incubated with T cells in a 1:1 ratio for 18 h as previously described (17 Figure 2D ).
253
Sequence logos corresponding to the 9-mer peptides for HLA-A*02:01, HLA-B*40:01 and HLA-254 C*03:04 were in concordance with literature ( Figure 2E ) (16, 24, 25 Figure 2F ). Proteases other than ERAP1 described to affect peptide generation, including the 
270
Our experiments now showed that induction of IFN-γ signaling upregulates HLA-I mRNA and 271 surface protein levels ( Figure 2E and F 
